Background: Health-related quality-of-life (HRQOL) assessment with EORTC QLQ-C30 was prognostic for overall survival (OS) in patients with advance-stage hepatocellular carcinoma (HCC), but no data existed for early-stage patients. The HCC-specific QLQ-HCC18 has not been evaluated for prognostic value in HCC patients. Utilization of raw HRQOL data in clinical setting has been impractical and non-meaningful. Therefore we developed index scores of QLQ-C30 and QLQ-HCC18 in an attempt to enable clinical utilization of these HRQOL measurements. This study investigates the prognostic significance of QLQ-C30, QLQ-HCC18 and C30/HCC18 index-scores in patients with newly diagnosed HCC which encompasses all stages.
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Conclusions: QLQ-C30 and QLQ-HCC18 were prognostic for OS in patients with newly diagnosed HCC irrespective of stage. Both C30 and HCC18 index-scores were highly significant prognostic factors for OS in newly diagnosed HCC patients. Index-scoring provides an effective way to summarize, analyze and interpret raw HRQOL data, and renders QLQ-C30 and QLQ-HCC18 meaningful and communicable in clinical practice. Index-scores could potentially serve as a standardized tool for future HRQOL research.
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Background
Three studies have shown health-related quality-of-life (HRQOL) being prognostic for overall survival (OS) in patients with advance-stage hepatocellular carcinoma (HCC) [1] [2] [3] . These used general cancer HRQOL measurement tools, namely the European Organization for Research and Treatment of Cancer (EORTC) QLQ-C30 [4] and Spitzer QOL index [5] . On the other hand, one negative study recruited both early-and advance-stage HCC patients and used another general cancer HRQOL measurement, Functional Assessment of Cancer Therapy -General (FACT-G) [6, 7] . To date, there has been no study evaluating the prognostic value of QLQ-C30 for patients with newly diagnosed HCC which encompasses all stages.
Patients with HCC often suffer from chronic liver disease. In Asia, this is mainly due to chronic hepatitis B virus (HBV) infection [8] [9] [10] . Therefore liver-specific HRQOL measurement could be more relevant for these patients. EORTC QLQ-HCC18 [11] is a specific HRQOL module which addresses QOL issues specific for patients with primary liver cancer. It has been validated in Asian HCC patients [12, 13] and many scales of QLQ-HCC18 have been reported to enable the identification of patients with different clinical conditions. However, the prognostic value of EORTC QLQ-HCC18 in HCC patients has not been evaluated.
So far it has been a common practice to analyze raw HRQOL data as a collection of continuous variables, and various HRQOL factors have been proven to be prognostic for survival in various malignancies. Despite the wide utilization of EORTC QLQ-C30, there has been no domain/item identified to be consistently prognostic [14] . Difficulties in HRQOL research were well recognized: multi-collinearity among numerous raw HRQOL data causing multivariate analysis model instability, overfitting of variables leading to excessive multiple comparisons and type I error [14, 15] , and lack of means to meaningfully translate raw HRQOL data into clinical use. Diouf et al. dichotomized all HRQOL data at a universal cut-off at 50 for analysis. This addressed the issues of multi-collinearity and overfitting and provided a way to interpret HRQOL data by clinicians [3] . A separate analysis was performed to determine the true cut-off for various domains/items, and these cut-offs have been considered to be potentially population-specific [16] .
In an attempt to determine a generalizable way to analyze and interpret HRQOL data while minimizing multi-collinearity and over-fitting, we derived two index-scores, namely the C30 and HCC18 index-scores, to represent all domains and items within the EORTC QLQ-C30 and QLQ-HCC18 respectively.
The objectives of this study are: (1) to evaluate the prognostic value of QLQ-C30 in a prospective cohort of newly diagnosed patient with HCC which encompasses all stages; (2) to investigate the prognostic significance of the liver-specific QLQ-HCC18 in this cohort; and (3) to evaluate the prognostic significance of C30 and HCC18 index-scores.
Methods
From January 2007 to December 2011, all patients with newly diagnosed HCC presented to the multidisciplinary hepatoma clinic of Prince of Wales Hospital were considered for recruitment. The study was approved by the Joint Chinese University of Hong Kong-New Territories East Cluster Clinical Research Ethics Committee. Eligibility criteria included: adult patients with newly diagnosed and treatment-naïve HCC; the diagnosis of HCC as confirmed by either histology, the combination of radiological and biochemical findings (space-occupying lesion in the liver with raised α-fetoprotein (AFP ≥ 400ug/ L), or 2 typical radiological findings with ultrasonography, triphasic computed tomography, angiography or magnetic resonance imaging; ability to read and comprehend Chinese was a pre-requisite. Patients were excluded if they had history of malignancy, encephalopathy or cognitive impairment.
Treatment
After confirmation of diagnosis and stage, patients were offered appropriate treatment as clinically indicated. Treatment options included surgical resection, local ablative therapies -radiofrequency ablation (RFA) or percutaneous ethanol injection (PEI), transarterial therapiestransarterial chemo-embolisation (TACE) or transarterial injection of lipiodol-ethanol mixture (LEM), systemic therapies -sorafenib, chemotherapy, clinical trials and best supportive care (BSC) alone.
HRQOL assessment
Consented patients would complete two HRQOL questionnaires: the EORTC QLQ-C30 and QLQ-HCC18, at their baseline visit before treatment commencement.
EORTC QLQ-C30
The Chinese version of QLQ-C30 was used [4] . It is a cancer-specific 30-item questionnaire composed of multiple items that reflect the multidimensionality of HRQOL construct, presented in multiple-point Likert scales. These items are grouped into 9 domains and 6 single items. It incorporates 5 functional domains (physical, role, cognitive, emotional and social), 3 symptom domains (fatigue, pain, nausea and vomiting) and a global health and QOL domain. The remaining 6 single items assess additional 5 symptoms commonly reported by cancer patients (dyspnea, appetite loss, sleep disturbance, constipation and diarrhea) as well as perceived financial problem. All domains and scales were converted to scores ranging from 0 to 100 according to the scoring manual [17] . A higher score for a functional or global QOL scale represents a relatively higher/healthier level of functioning or global QOL, whereas a higher score for a symptom/problem scale represents a more severe symptom/problem.
EORTC QLQ-HCC18
The Chinese version of EORTC QLQ-HCC18 [11] includes 18 multi-item scales. These items are grouped into 6 domains namely fatigue, body image, jaundice, nutrition, pain and fever. Two remaining single items address abdominal swelling and sex life. All scales were grouped and converted to score 0 to 100 according to the scoring manual; a higher score represents a more severe symptom or problem.
C30 and HCC18 index-scores
C30 and HCC18 index-scores were derived in order to have an overall representation of all domains/items in QLQ-C30 and QLQ-HCC18 respectively.
To calculate C30 index-score, individual functioning scale was subtracted by 100 to convert them into having the same meaning as symptom/problem scales. These 6 subtracted scores were subsequently summed with the 9 symptom/problem scales, and then divided by 15 (the total number of QLQ-C30 scales). A higher C30 index-score reflects a worse overall HRQOL. This is the mathematical formula: 
Clinical factors and follow-up
Demographic, clinical and laboratory parameters were collected. All patients were followed up for treatment and monitoring until death or last contact.
Statistical analysis
Standard descriptive analyses were performed to assess sample characteristics. OS was defined as the time from the date-of-consent to date-of-death. In the absence of death confirmation, survival time was censored at the date-of-last-seen. Survival estimation was performed by the Kaplan-Meier method, and compared using the logrank test.
Only patients with complete HRQOL data were included in statistical analysis. EORTC QLQ-C30 and QLQ-HCC18 scales were included in the prognostic factor analysis as (i) continuous variables, (ii) dichotomized (≥50 or <50) variables, and (iii) index-scores. Univariate analysis was performed with baseline HRQOL scores and non-overlapping clinical variables to identify factors that influenced survival using Cox proportionalhazards regression model. A stepwise model building procedure was used for multivariate analysis, based on a significance value of 0.05 for both inclusion and exclusion of prognostic factors. For analyses involving continuous variables, higher scores (better function and worse symptoms/problems respectively) were compared to lower scores (worse function or better symptoms/problems); whereas for dichotomized data, symptom/problem domain/item scores of ≥50 (worse scores) were compared to <50 (better scores), while functional domain scores of <50 (worse scores) were compared to ≥50 (better scores).
Treatment options were grouped into curative-intent treatment (surgical/locoablative therapies), palliative-intent treatment (transarterial/systemic therapies) or BSC.
Performance of the final multivariate models were assessed and compared by Harrell's concordance-index (c-index) [18] . The c-index estimates the probability of concordance between predicted and observed responses. A value of 1.0 indicates perfect separation of patients with different outcomes, and a value of 0.5 indicates no predictive discrimination. Internal validation was carried out by comparing the c-index of each model with the cindexes of 1000 bootstrap replications to obtain optimisms, which were averaged and bootstrap-corrected performance was estimated.
The statistical analyses were performed using SAS version 9.3 software package. A p-value of less than 0.05 was considered significant. The c-index and 95% confidence intervals (CI) of the different models were calculated by using the SAS macro program.
Results

Patient characteristics
Among the 517 patients who consented, 472 (91%) had complete HRQOL data and were included for analysis. Table 1 listed the clinical characteristics of these patients. The median age at diagnosis was 60, the majority were male (89%). Most patients had Eastern Cooperative Oncology Group (ECOG) performance status 0-1 (94%). HBV infection was present in 82%, while hepatitis C in 6%. Fifty nine percent had cirrhosis and 68% was of ChildPugh class A. Eighteen percent of patients received firstline curative intent treatment, the rest received palliative treatment (44%) or BSC (38%).
The median follow-up duration was 29.8 months (95% CI [26.8-32.8]), 377 patients had died. The median OS was 8.6 months (95% CI [7.3-10.2 
]).
Mean scores of QLQ-HCC18 and QLQ-C30 scales and mean HCC18 and C30 index-scores were listed in Table 2 . Tables 1 and 2 
Univariate analysis of HRQOL and clinical factors
Multivariate analysis of HRQOL data with clinical factors
Multivariate QOL analysis based on the newly derived index-scores
In the multivariate analysis using C30 index-score with clinical factors, higher (worse) C30 index-score was a significant independent risk factor for shorter OS (HR 2.143 [1.616-2.841], p < 0.0001).
In the multivariate analysis using HCC18 index-score with clinical factors, higher (worse) HCC18 index-score was a significant independent risk factor for shorter OS (HR 1.957 [1.411-2.715], p < 0.0001). Figure 2 shows the OS plots for patients with stratified C30 and HCC18 index-scores respectively. Lower (better) C30 index-score ranges were associated with longer OS in a step-wise fashion (p < 0.0001); similarly, the lower (better) HCC18 index-score ranges, the longer the OS (p < 0.0001).
The median OS in patients with C30 index-score of 0-20 was 16.4 (95% CI 13.4-22.3) months, that for score 21-40 was 7.3 (95% CI 4.5-10.4) months, score 41-60 (Table 5 ). The internally validated optimismcorrected c-index was estimated to be 0.78. Multiple comparisons showed no statistically significant difference in c-index among related multivariate cox proportional hazard models (Table 6 ).
Discussion
This is the first prospective study to demonstrate that the prognostic significance of QLQ-C30 was not limited to advance-stage HCC patients but valid for newly diagnosed patients with various stages of disease. Worse scores in physical functioning, pain and financial difficulties were associated with shorter OS in dichotomized variable analyses, while worse scores in physical functioning and pain were significant in continuous variable analyses. This is also the first prospective study to demonstrate that baseline QLQ-HCC18 is a significant prognostication tool for OS in newly diagnosed HCC patients. Worse dichotomized score in fatigue was an independent prognostic factor for shorter OS, while worse continuous scores in fatigue and pain were also significant poor prognostic factors.
Physical functioning domain in the present study concurred with previous findings by Yeo et al. [1] (where physical and role functioning, appetite loss were significant prognostic factors for OS), and Diouf et al. [3] (where physical [dichotomized] or role functioning [continuous] were significant factors). The HRQOL factors identified in this study varied from previous studies and could be due to a number of reasons. Firstly, patient populations were different, our study involved early as well as advanced stage HCC patients while prior studies involved only advanced stage disease. Secondly, patients of different cultural backgrounds could have different HRQOL perceptions. Thirdly, studies conducted more recently carried more available treatment options than earlier era, which may have led to differences in perception of disease and thus HRQOL. Fourthly, although different studies might utilize the same HRQOL tool, the methodologies of data analysis varied across trials.
The failure to identify consistent HRQOL factors for OS across studies makes clinically meaningful utilization of HRQOL for prognostication difficult. On the other hand, using simple algorithm and calculation, C30 and HCC18 index-scores could be derived from the raw data of all domains and items within QLQ-C30 and QLQ-HCC18 respectively. It is a meaningful representation of the overall HRQOL of an individual patient.
The C30 and HCC18 index-scores were proven to be highly significant prognostic factors for survival, and were more significant than any individual HRQOL factor, whether continuous or dichotomized. When the index-scores were stratified into subgroups, distinct OS outcomes could be identified. Clinical use of either C30 or HCC18 index-score at baseline provides another means of survival estimation in patients with newly diagnosed HCC apart from conventional staging systems. Index-score could be calculated in the clinical setting in a user-friendly manner. With the aid of modern computer technology, patients may be able to self-administer the QLQ-C30 or QLQ-HCC18 questionnaire and have the respective index-score generated by handheld devices.
One limitation of this study was the lack of a separate patient population, for instance, that of a different geographical or cultural background, to allow external validation of the multivariate cox proportional hazard models. However, bootstrapping has enabled internal validation of the multivariate models. HRQOL assessment is important to aid clinical management in HCC patients. Being an aggressive disease, patients commonly present at advanced stage when treatment option is limited, of modest benefit and associated with disabling toxicities. HRQOL assessment enables the identification of symptoms/problems, whereby symptom control and psychosocial support measures could be offered as part of palliative care in parallel with anti-neoplastic therapy.
HRQOL tools could further be utilized to provide prognostic information. HRQOL analyses may potentially supplement available clinical staging systems in prognostication. External validation of the role of QLQ-C30 and HCC18 index-scores in prognostication in HCC patients is warranted. Index-scoring may prove useful in HRQOL research for other cancer types and further studies are encouraged.
Conclusions
Both EORTC QLQ-HCC18 and QLQ-C30 measurements at presentation are prognostic for OS in newly diagnosed patients with HCC of various stages. Index-scores of QLQ-HCC18 and QLQ-C30 are highly significant prognostic factors for OS in newly diagnosed HCC patients. Indexscoring provides an effective way to summarize, analyze and interpret raw HRQOL data, and renders QLQ-HCC18 and QLQ-C30 meaningful and communicable in clinical practice. Index-scores of both EORTC QLQ-C30 and QLQ-HCC18 could potentially serve as a standardized tool for future HRQOL research. 
